PCT/JP03/15931 



g m # vfr jt 

JAPAN PATENT OFFICE 




12.12.03 



V, £ f k fc n - * * £ * * W *J ; Qf the f ollowing appncation as filed 

This is to certify that the annexed is a true copy o 

with this Office. j pi -r>r:i 



m « ^ ^ B 

Date of Application: 

ffi ■ * ^ 
Application Number: 

[ST. 10/C] : 

m n a 

Applicant(s): 



200 2^12^130 

mm 2002-363158 
[JP2002-36315 8] 




PRIORITY DOCUMENT 

SUBMITTED OR TRANSMITTED IN 
COMPLIANCE WITH 
RULE 17.1(a) OR (b) 



Commissioner, 
Japan Patent Office 



2 0 0 4¥ 1 2 2 B 

> 4 4t 




uj an: ft* o n rv Q 



q 1 1 9. A 



#02 0 0 2 - 3 6 3 1 5 8 : 17 



86402JP 

[HUB] wmzfl 13 H 

IHRWI^HW A61K 9/19 

l^XfiMff] a 11-5 

0 5-^" 

MHW**] 000206956 
100065215 

[««■] 06-6203-0941 
WfflU«-] 100076510 



tBIE#2 003-3112432 



2-3 6 3 1 5 



[WW**! 100086427 
100090066 
BW5«*^1 100094101 
[IWW*^] 100099988 
100105821 
BM»*1 100099911 
WWW**] 100108084 



#1M 0 2 ~ 



{f-m&wzi 001616 

UAtt&Ml 21.000P3 

1 

Mfrftfc] *»* 1 

[-SUfiStttt**! 9708032 



#1^0 2 - 3 6 3 1 5 8 ^~ v ' 

( i) w * - * ^ * - 

(ii) **»*#0. 0 B^-h***^ Rtf 

*frif.|al'A-ri s 1 0 % & Ji^fl^' 1 ?' lc * * ° 



(i) ^ft*^-*^®-**"^ 

(ii) 0 0 8Bl«««6*** ti ' K- 05 

*«3 Kte*©w^ffl^»***) wS ®** < ' 
rilsi r^*kt-cT« (A) *** (B) «w>«MW«xr 

mK#2 003-3112432 



M2A0 2-3 6 3 1 5 8 * 9 '• V 



(i) ^©^-^W^ 1 "^ 

(ii) $»» s 0. 0 

(ii iV>* < 2: * < " 1 ™""*>**** 

(2) if^^^^^^^^**^^ 1 ^^ 

mi»2 003-31124 



02-363158 ^-V: 37 



(B) ^rt(,#»*W«S^fc^»»*a*^L, 

ffifE#2 0 0 3- 3 1 1 2 4 



»® 2^0 2-3 6 3 1 5 8 



^-y : 4/ 



a,, TIBWtt: 

(ii) O. 0 8B.^ffl«»«+^ X!)! 

(iii) d>ft< t*> l«/sec©£Sfo»£S. »*^ 81 

1 0 %B±^U ft * : 
t «t tM KHMi:. fc ^ **** 

W 10^ v*T* 1 0 * * " 

n«R 1 2 1 w«a»)»«r««» a t -c ***** **f * « - * s 
( A ) WKsM ^^*ftfc«waM^*^^ 1 '' 

^^^^^^^^^^^^ HJp 

(B) # 

ffiiE#2 003-3112432 



Mb 



02-363158 



5/ 



(ii)o 0 8»JuOJ»*»»**1-4> X0- 

(Hi)** < k % lWW>aM«»« < k * 1 T-l""******** 

** sRSt^**^^'^^***^* c t ****** 

(i) ^Tfim LT * * * 



ffifE#2 003-31124 



, ~ , c o ^-y : 6/ 

#12^ 2-36 3 1 5 8 
(iii)0 .0 8R±fflM»*t^ 

y**v^-ail 1 0 % & JKAfSfcti^ ^ * * > 

( i ) *»* « T ~ * Wffl * * - 

(10 0. OSBLhoWW****"*' V 



fflSE#2 0 0 3 - 3 1 1 2 4 



^1^0 2-3 6 3 1 5 8 * * : 77 



[0 0 0 1] 

»«»»*SW««>«3M«' ±B*W»™**^ fc ^* ****** 
[0 0 0 41 

ffiSE9#2 0 0 3-3 1 1 2 4 



0 2-3 6 3 1 5 8 = 8/ 




L** 6 * < *»* *fC Jfc*»* ft 4««*** UC 4 *»**»*• * 
«,-*»bT4*«U (3) WMMt^tWMMW**^* 

w-wuwu (2) l «»«aw«»*«fi* ls « IT,:,,,L 
«ufc«wwww«wc« ^T*»:aa ut* u (3 > »* 

HI) o 

{±iiE#2 0 0 3 - 3 1 1 2 4 



#M ^0 2-363158 
[OOlU 

nm**ii iwn 1 - 1 7 1 7 6 

[0 0 12] 

MW**2l #12 0 0 1 - 1 5 1 6 7 3*&* 

[0 0 13] 
[#fP»3] WO 9 5/3 1 4 7 9 

[0 0 14] 
[#fP»4] WO 9 1/1 6 0 3 8 

[0 0 15] 

WWtt0fc5] *i»f^5, 8 2 6,6 3 3-t 

mfE#2 0 0 3-3 1 1 2 4 



2-3 6 3 1 5 8 ^ ^ 10/ 



[0 0 1 6j 
10 0 17] 



[0 0 19] 



ffiSE^F 2003-3112432 



_ 0 /^-v? : 11/ 

2-363158 



2^ 

irab le Fraction) «•****< W~**t*Z 



(0~(iii)o«Wfet#i-*WW*»« > «« i ***** : 

[ilSE»2 003-3112432 



#B^0 2 - 3 6 3 1 5 8 

(iii )* 4 < t % l^0S«M«Wft < " 1 7-l/-ec«3fiW»**1- 

,««*»**»» WWW iCo v«t* * «*» 



«2. ^tt^W^i^WW" 



«rtt: 

(ii) 0 0 8£U:«*«»lfc** tS ^ RlJt 

IT TMXtVXT* (A) (B) M^WM***^* 

(A) ss^^w^^^^**^^* 8 *^ 

ffi«M92 0 0 3-3 1 1 2 4 



#1^0 2-3 6 3 1 5 8 

* 6 . 1 ( i°) 2 tswi«Mwe*o«***«*** LT * * 
on jwwwwo. osait-w. ao« 

tttiiWWtW* 11 "^ ****** 1 o^«>UT*fc 

( 2 ) ifMrtrowwaM^'^* 0 *^***-*' VT 
atm^s **mi- ***** * 

ffl|E«F2 003-3112432 



#02^0 2-3 6 3 1 5 8 

(A) # g.:»««»«K«^« WU *** 

(i) gjsftifc*)^-*^®**"*"^ 

ffitt#2 0 0 3- 3 1 1 2 4 



0 2- 3 6 3 1 5 8 • 

KTe* 1 0 3 * b > JRT 4 * li******** 10%»JiC»**-» I* M» 

„ 13 . f ,H^UTS (A) **•* (B) i:B*tJe#»?" 

iBSE#2 003-3112432 



#02^0 2-3 6 3 1 5 8 



( i) W®*<o *r~* ^® * ^ * N 

(ii) 0. os^W^t^^ • 

miE#2 0 0 3-3 1 1 2 4 



^1^0 2-3 6 3 1 5 8 



2^( 



( i ) - * * * 21 " 

(i0 o. 0 8»iiwJ»*«**^ Rtf 

(Hi)** < t * 1^0ffl*eME2WW* < t 1 7 m l/secO£«*»* 

,2i. wMawtww 11 t-c********, *® * 2 

^w^f.^* 5 "" c ****** 

[0 0 2 7] 



(1) WmWm-- , ^..a.-i** 



mfiE^2 0 0 3-3 1 1 2 4 



#0^0 2 - 3 6 3 1 5 8 ^ 187 



lBW *»*«t»««*^ Me « WB * u< ****** 

so*-******-*. wb^aKtJwmw****"-** 3 

08,»*t<«*0. 09, t9«F*U<ttO. 1, *6^»*t<«*0. 1 

%) O 

ffi(E»2 0 0 3-3 1 1 2 4 3 2 



_ q ^-v : 19/ 

#1^0 2- 3 6 3 1 5 8 



8 Hl -„«U.tO. 7- # C »*t<«0. 6^«»**^<tt0 

UtWWIB «0. 0 8-1. 5, 0. 09-K 0. 1-0^ £ 1 

Q g< 0 . ^o. 7, 0. 1~0. 6, 0. 1~0. 5«W*^*t 



I* & o 

[0 0 3 2] 



ffi1E#2 0 0 3-3 1 1 2 4 



#BS^fi 02-363158 

»Cl»**.*V»#, 3*3 0 Oa/sec, «U.±2 5 On/sec, t 0»* U< 
li2 0 0»/sec, t » S ^Wt<l»lB0^tW*"«**' ** 

iU«e««**tftv^, *#«tiB 1~30 Om/sec, 1 ~ 2 5 Om/sec, 2 
2 5 Om/sec. 5-2 5 Om/sec, 5-20 Om/sec, 10-20 Om/sec, 1 0 - 
1 5 0 m/sec»J8SH *»lf * - * *° 

**, UTI*, ** 1 7ml/sec»±, WU« Oml/sec 

-tmtio it^awio^ ii:Mia5Wv»*«, 9 ooL/mm, 

#iL< t il5I7sec, ± »>#*L<<il01/sec, S&ttK L < « 5I/sec, 

< »|=t»**tftv»#, l/CI*«*.« 1 7 ml/sec- 1 5Vsec, 

2 0ml/sec~ 1 OL/sec, 2 Oml/sec- 5I/sec, 2 0 ml/sec- 4 L/sec, 2 0-1/ 
s ec-3I7sec, 2 5ml/sec~ 3I/sec*#tf* - ***** *° 

m«E#2 003-31124 



o r o i e ft ^-v : 21/ 

6 3 1 5 8 



2^> 



& o 

[0 0 3 8] 



10 " Ktt A*****^*® 20 ** 

■.^w-.v. r«»,-v.,«-» 

„ c c 7 8 9 1 Of lli 12, 13, 14, 15, 16, 
17. 18«.^^ v r ^ B ^y-4WMW 

^^«»# (LisPro, NovoRapid, HOE901, NN-304* , 

HiBE#2 003-3112432 



V s • 22/ 

M^0 2-3 6 3 1 58 

jhhs**^^^, mum***-'. 

'mm****. 

,.*«H*. ±ft««H*. «a*»««H^_ * 

I ^J^K-r**"-*. ry^m. ***** «« 

(Cm) » interference^!), Exited ^Nucleic 

RWltbT****** K-/*»^f ***** £ fc * ' ■ 

**M 

|iE#2 003-3112432 



«M 0 2 - 3 6 3 1 5 8 23/ 



^*-^*m-(T#i«*Ifc*tt:v>S GtK : : Drug Del 

ivery System, 17-6, 462-470 (2002) „ 4*, ««TW*SuperFecH ± -* 

nn C T. and Ssoka. Jr.F.C:In vitro gene delivery by degraded poly— 
ne ' denser, Bioconiugate Chea, 7,703( 199 6)) . 

sup :::: D rr 

««X W tv> t * l=, DMA* , ~> > 
10 0 4 4] 

Tf y^,V^?^, TtVRM* (Adeno-associated virus) » * 

„yf^W, *«-;W^ HVKSendai virus 

)_,,«V- A HVJ Envelope VECTOR HI***** £ 

iUE#2 0 0 3-3 1 1 2 4 



o , r O ^-v *. 24/ 

#02^) 2-363158 

[0 0 4 7] *f£34£O#S0 l " CI± 

2001-2592-^-<2r^#^) « 

**, *U«wo twit******, "* w ** ofc f IHXI 

ffi|E#2 0 0 3- 3 1 1 2 4 



#0, 2- 3 6 3 1 5 8 



««» kk * C iii*«^««aw«u<tt*otf««* aw) ^* 

•2) o 

(i i) WiSfitM* 0.08 Hi*** , 

{±iliE#2 003-3112432 



0 2 -3 6 3 1 5 8 ^ v 



- • 26/ 



tfi,ci«Si. titbit "* 



tU|iE#2 0 0 3 -3 1 1 2 4 



o -, c q ^-v : 27/ 

il^0 2-3 6 3 1 5 8 




, .0«»T. wu< tt io-.»T. 

1 1 < ,4 ! ~ 1 0 0**%** ^»^< lil0 ~ 10 ° ***** ^ 

m«|2 0 0 3-3 1 1 2 4 



0 2 -3 6 3 1 5 8 _ 287 

t 



TweenWlWI) . > b U * V- h^*^***®* 

***ttWC«R**.T, ffi^MSWI*^ *-*»****»»• 

-2) o 

10 0 6 2] 

rtttWM^Wtwci^ 1>WJ8 * S4R * S 
««>*■«» (Wfi»*sw««*» w kur««i-*v.k 

[0 0 6 3] 

101. E^»*«fB«®.-C**^«** ? «*^* L -" CWSStl ' Sib<D " e 

(i) ^ttOi-^ttlSWJ. 

(ii) WMMfcFO. 0 8a.tT?*^ 

(iii) *4 < t * ltfeecoawUUHW* < ^ 1 7.1/sec©aaatt**+ 
»£««>«»*»» £ t C t,t. WW 10 5^ VttT* 

e?-«i-fr# t i o%a-t««ssf-**° 

102. I0 j««»* s 0. 0 8-1. 6T*», WW101»=»«O«««»" 

103. '"AVfc * 2«/tec«a«BIUa0^4 < kt 1 7»l/sec«S«»S* 



UJSE#2 0 0 3-3 1 1 2 4 



02-363158 v "■ 29 



[0 0 6 6] 

104 i~3o o«/B B co«Bi=**a«au» or ** < fc % 1 7ml/sec<73 ^ 

ifctt********! 0*BUi»«R«ft*, «Wioit=««»WMe» 

10 0 6 7] 

^fl^lO%a±^^W- itWOlWSWWMMMW*. 
[0 0 6 8] 

106 'PH < k t 1 ■/BecW^caUHW' 1 7nl/sec~ 1 5L/sec<D«B*>= 

«»t#+*a«owt«w*^ * «^ wsi! 1 0 5 ' n >ttT 

tlCMW^l 0%Bi«t«- WffllOltt**)**** 

107 'wirtw""^ www"""" 1 ™ 

o 

108. l «M»l:LT«Bffliltt*«>' MKWOief*©****" 



109. 'w^HtWWtW***^** 6 ' «W101C« 



[0 0 7 2] 

no. ***** Lxim*mmKm$vfzmm-?G-t^ 



ffiW# 2 0 0 3-3 1 1 2 



VfrmjLO 02-363158 



[0 0 7 3] 
[0 0 7 4] 

112. ^ h L_c 

[0 0 7 5] 

113. #»jftfrfc ur^ftfirf^HIW. l^*** 7 " y m 

[0 0 7 6] 

114. r^^^^fi«i«W»> ®#^tr 



[0 0 7 7] 

115. *»ttft*wt?* aafflffiioi ^iB*o*te«»a**<» 

[0 0 7 8] 

116. i H»«o*»*fr*^1"* <t> «J«ioifc«**>*IS 

[0 0 7 9] 

117. @a^^^#««^tf«m^^^^^^^ $tL ^ * 

(i) ^*<^-*^S&^1~&> 

(ii) $^» s 0. 0 8-1. 5 0«li:**> 

(iii) 1 -3 0 0n/8ec<7)|fiH^**«CaK^l 7ml/sec~ 1 SL/secOtOT 



miE#2 0 0 3 -3 1 1 2 



#1^0 0 2- 3 6 3 1 5 8 ' 31/ 

118. 1~2 5 0m/sec^&> «fflWH7^B«0*tt«a 

119. »Ott#2 0ml/sec~ 1 OL/sec***. «TO117«!*«>**« 



[0 0 8 0] 

(2) ffiwa4ffl«*»*iwo«i^ 

ft*«l (WS4Jfl'«»»*i«) SWfifett. » 

[0 0 8 1] 

AWBfctt, jss (1) ^* 

% WsecMW^tU 7 .l/8ccO«ttUi**1-*^W 

^£«^«iW10^n^T, »*L<tt5^n>jaT, 
****** (Fine Particle Fraction) #1 0 %JSLt. ■#* ^ < » 2 0 %JSLh 
. iWL<^25%^ Sfe|Cff*L<li30%Ja±. *fc#*L<l*3 
^5 %J^JiO««B^^4^»*»^^' r ^ - W** *• 
[0 0 8 2] 

SJttWftWtt 1 ?* (mass median aerodynamic diameter, MM 

ad) mm^mwmi^mt, wmm*x**>* 

^^ x7D7 M jf _^L fc*£^£5Wm (Amherst Process Instrument, 



ffi§E#2 0 0 3-3 1 1 2 4 



« 0 0 2-3 6 3 1 5 8 : 32 



IncttSi, USA,) , 7>f (G.W. Hal lworth and D. G. Westmorel 

and:J.Pharm.PharmacoL, 39, 966-972(1987), *H*»&«*6153224^) , T 

^v^^^-- hM^^^-^ffl^SI^*^^**^^* 0 B - 01sson 

^©r i J^ , ;-* l *iiP'*-*ifc* 1 *ft^ w * (B.Olssonet al: Respiratory D 
rug Delivery V, 273-281 (1996) 0 J: 5 fcWfc^V ^ 

3*L**»tt : HM'fr (Fine Particle Fraction) ^Fine Particle DosegsfcW 
[0 0 8 3] 

[0 0 8 4] 

±saMS*aftaft«» k jigsaw a* kmr * ^ 

#\ »f t < JiTlfi ( 3 ) •em^i"^>^»*^Ar/M * - k * 

•?> O 

[0 0 8 5] 
[0 0 8 6] 



ffifiEJjf 2003-31124 



02-363158 



^-v! 33/ 



0~(ii0«>»tt: 

do o o stx^mm^®.*^** ft® 

(li O*« < 1 1 ■/^coStfeMatW* < t * 1 7-l/~eO«B»** 
[0 0 8 81 

203 p«**t*«ft^WttW5 5^nyftTt*^ 
204. l0 4»»^^»^0. 0 8~1. S^H^^IW 

«2oi Kmmomm^%&m*m\<D^&-t>&° 

[0 0 9 1] 

206. tx^B^ 

BiiE#2 0 0 3-3 1 1 2 4 



#1^0 02-363158 *• 34/ 

[0 0 9 2] 

207. WlWSW^^k LT. «***H*fc«* LfcWrt- 
[0 0 9 3] 

208. mam***** rnm^t Lx^m^m®, 

[0 0 9 4] 

209 «IM»«JM^ ***** UTMJW^WMf^^H**^ 
[0 0 9 5] 

210. aowawft*^ »^fct-c^«^». acic, fi#fc 

uc**ttr 5 /*. **tt*^ KR**** * ^ F* ****** 

i ****** iwawicwwfflw^ 

[0 0 9 6] 

211. *we*M*^ t»tuffigi«t^». 

[0 0 9 7] 

212. ^^M^^7Ki#14«^X^ & «8t201 «S*©«W«*Mi« 
[0 0 9 8] 

213. M# 0 . 2 ~ 5 0 m 1 (^)^!*IT^^^^:# * * 



ffiiE#2 0 0 3-3 1 1 2 4 



#0^0 2-3 6 3 1 5 8 -<-->•: 35/ 

215 I0 ^o««WMlM>^ 1 ~ 3 0 Otf-^BC******** 

u**»«=«X+ * £ t « o -df ^ «wboii=W»««W*« «»»* 
jaw 

216 1 •wowwaw**^ < " 1 * 9S,asstfW < fc 

217 1 » < k * 1 m/sec^^W 1 7 ml/s 
ec~ 1 SI^MOS^************- * C * ^ **** 

ffi!E#2 0 0 3-3 1 1 2 4 



02-363158 



^-v: 36/ 



219 r ,« (3) ww*»w ,u ™m-~*M**-z>m* 
09M *Kxr;u**m^ m ®^^m* ****** 

220 l ° u°) «»»x^**> (3) wwmww^ 

221 I0 |^iw«xr/t^o (3) *c««e*t*«W302 

222. 'b^*^™^^****^^"* 8 *** ^ 

(i) #»*«^-*«ffi*#-t-^ 

(ii) 0 0 8-1. 5 S ^ ROt 

(iii) 1-30 o^secOlMC******* 0 ' 1 7ml/sec ~ 1 5L/S6CW 

[0 10 8] 

JiilE#2 0 0 3-3 1 1 2 4 



0 2 - 3 6 3 1 5 8 ^-y. 37/ 



223. ®<&\zm-zKtzmm!mmv-s- ia&#g^*»«»*-&*"^ 

224. l0 ^«aK^l~2 5 0^secT-**, «*^M»»MMMM« 

225. IO g*J^2 0 m l/sec~10iysec?**, «ffl222Kl»«e»« 
[0 1 1 11 

ciOT^m xwswtHfc* *t***«M> wwaw 

a «waw < t * i 7.1/.ecoa**«**-*-*a*«****-* = fc 
OTl S#R r** £ k *•«?**. © w *e K ± ^" C * b < 



ffi)H#2 0 0 3-3 1 1 2 4 



0 2-3 6 3 1 5 8 _ 38 



(a) l|Mi7*'''(^:Active powder inhaler 
10 1 1 4] 

u_2) f»!«iE**«i*«w***f> te##§®&ptft** 

[0 115] 

( a _ 3 ) ^<Dt««ia^*^^^» ffiW * ML/::;:: k 

10 1161 

(b) SSfAIf^MT. *. Passive powder inhaler 



2003-3112 



#^^0 0 2 -3 6 3 1 5 8 : 39/ 

( b - 1 ) ^*»5M«R-cidi** ttfcjMjrtawa** u r 

[0 117] 

(b - 2 ) fffl^i^^o-c, itrls^^«tJO«^^ 

[0 118] 

( b _ 3 ) -*o>*m Kwsm \mwmtte^MN**&& Lizzt 

(b-D X«* (b-2) H!fi«oM*fATV^^ 
10 1 1 9] 

M «WAf^M * A»» fctt«*T - **** 
[0 12 0] 

mK&2 003-3112432 



— • 40/ 

^0 2-3 6 3 1 5 8 ~ y - 

»K, «*.«, »*t 

Afttt (Aft*) ****** t**-*-*-*****- 
LT 0 a ~60»U**U«*0.2~25ml, ^»ib<.*l~15 

Z£k.i>*W.i Uv»„ 

aS 3 0 m ,»T, »* b < I* 2 0 m g»T, * 9»* t < « 1 0 - «» 

tut. i ***;t*a*»»^*** TWr -***' 4 "* £i:B; 

ffi«E#2 0 0 3-3 1 1 2 4 



^0 0 2-3 6 3 1 5 8 ^-v : 41/ 

* l®^«W5~100mK ^U«10-50mU^U 
& o i Off* U^t»l±^4 < * 2m/sec<n&%mm~ 

t&w, i »> s l < < fc fei(Wseco«csaue^«t ot^u 

Tff * L < 1* 2 5 OB/secOgHWK^ ^^^^ J: Off* L < » 2 0 
[0 12 5] 

0|*.tfl~3OOm/sec, l~2 5 0m/sec. 2~2 5 0m/sec, 5~2 5 0m/s 
" L 5 ~ 2 0 Om/sec. 10-20 Om/sec. 10-15 O^aecOftBKl*** 

[0 12 6] 

- ciT?«tt*awi*» tf*** *t*ffi«oj*ft«i. tib^ m\z vxm 



ffl|iE# 2003-311243 



0 2 -3 6 3 1 5 8 ^ v '"■ 42/ 



jMWft B tt! «*•«. 3 «TL# #1.2-, m&®M® #1.8- 

«n-#l 0K**.6»fCv»*ffi«*W»2 o.lt=«»bfc«l«®WM»* 

RfMt (0.06 x 0.06 X 3.14=0.0113cm2) 3540«/seci: 4*. ^ . 

V), SSCjSKIiiSl35B/seci:44. 

ttikk LT*Cfc«**iWBW» 1 6 *&»«**.*«***« L"^** 

^agSXWl 7 fclBMftl lejwwtw** 811 *^ 
X »eimrc« h C t K i •> *m+ a = k * * • 

ffiKftK (cm/sec) - W-3/sec) + 4«WB««« <» 

2) o 

[0 13 01 

*#»t:l±, (European Pharmacopoeia, Third Edition Su 

ppleaent 2001, pllS-115) .cK«S*tTV>*«tA(Apparatus A) 
tf>V*-CMi finger) :Copley*», OK) Wn^»t:«^ 
r*-f Flow Meter (K0FL0C DPM-3) t»v»TSW«n 

[0 13 1] 



BSE»2 0 0 3-3 1 1 2 4 



0 2-3 6 3 1 5 8 ; 43/ 

flxtf, S«*XStKl 7 1.99mm, R31iSBW7L«* # 1.99mmKK 

ttSix.fcSe»Xa^»*KAf/^^i:*3V»-C, Flow Meter (KOIWC DPM-3 
) * ffl v^iWfiSn/^**X»17(;»^2.^*St»* 5 17-7L/minBP^., 295 

x 0.0995 x 3.14-0.0311cm2) ,« t :tKt fl t«Kt«** (9486cm/ 

sec, -34 *)95m/sec) 0 
10 13 2] 

4 * *fc3MS*3Mua*K#5- 8 *t* k U l±, 
4 <fcfe2 0.nl/sec, i 0»i L < <±'>* < * * 2 5 ml/sect?* * o 

•PS*. ***±*i:b-C»*b<ttl51/8ec i*>#4L<.il01/sec, 8 
6 C»4 t < B 51/sec, 5 6 C ± 1 »* b < » 4L/sec, #KS* t < tt 3 L/se 

17ml/sec~15L/sec, 2 0 ml/sec~ 1 0 L/sec, 2 0ml/sec~ 5L/sec, 2 0m 
l/sec~4L/sec, 2 Oml/sec- 3L/sec, 2 5ml/sec~ 3I/sec**tf « £ 

c» & o 

[0 13 3] 

**« **>*WMtfta«>B«tt> 
-e#4LV>«EH*^»-r^^*^ »«R8»i.4v* 0. 3-1 0mm 

, »4L<t±0. 5~5mm, i Hff4 L < li 0 . 8 ~ 5 mm, 85,li»4t< 

[0 1 3 4] 



ffiSE# 2003-31124 



mmZO 02- 3 63158 44 / 

< |± 5 /£ m * £ *: **T £ * o 
[0 13 5] 

300. w^*»*R»"ejR# $ ttwwmmm * &Hom**mfr 

[0 13 6] 

301. ^&C^^B^W^^^^^«^^»^ L ^ # ^ >tL 



w 



$ leans L/dh * ft* fc -r * wb*w> 

[0 13 7] 

302. u^*^*** $ *tfc*Hrte»a** fcWFHt u # 
WRAP* t» ©3«*!ftX* & * * fc * ° fc*" 53 ** 



tBIE#2 003-311243 



#SS^ 0 2 - 3 6 3 1 5 8 '"' ' ;; : 45/ 

303 I0 »ffi#W— -^ «WMMt**MW*« 

[0 14 0] 

305. -^.D^i^B^^sw^RtmiewmsHft^^s^T^aB 

306. I0 ^B«X«,t, 
[0 14 2] 

307 me^e J: o T, «fS*®««W ! W» g 105^ 
[0143] 

308. -*©«*C*WM W»JfflW9M^WW«« * */Cft * » 
#*302Kl2*©WK#ffl»K»**>- r/NM ^° 

309. I0 ««Wt*»t*C fc C t or**^*^*®*-****" 

HltE!|*2 0 0 3-3 1 1 2 4 



^0 0 2-3 6 3 15 8 ^-^ : 46/ 



[0 14 5] 

310. |trIB^^^>^i±W^«^^ ^^vV^^^fBKlP 

miE#2 0 0 3 -3 1 1 2 4 



V&m^O 2 - 3 6 3 1 5 8 

[0146] 

311 mta^y>^ «ia*;^-^«»u«i«rtKSS«aiL 
wta#*** *tfc" * - > **** • y ** mz * '*" = " C ** * 

#«310 i;|B*« «»« »ft*»*«^7* Ayf * ° 
10 1 4 7] 
(4) g*R4fflW»->xtA 



mBE»2 003-31124 



02-363158 ^ V : 48/ 

(ii) »«»IS* s 0. 0 Rtf 

(i ii) />fc < t % WsecO^SKB:^* <"1 7ml/sec*>2g*»** 
[0 15 0] 

4 f, ( i»Ek *W9t=tt 2 ~ 3 HS**®*********** £ k *** L 
v> £ 0 »4 L, < W*ttS4* ( 1 B«*« ©*»*»**«*** * ° 

mX ) L *X (SEA) (WEE) twatr. t« 



ffi|E#2 0 0 3 - 3 1 1 2 4 



#S^| 02-363158 

-tail 1 ii?sw»®%w^ffli£»*^->^^ At ^ /J? * < b 

W «f«STf (— -dian aerodynamic di-eter, MMAD) #1 0 * > 

o 

i£^2 0 0 3- 3 1 1 2 4 



J&i^O 0 2- 3 6 3 1 5 8 ^ v : 50/ 

401. (i) u^^mmvtmx^is^m^m^rmm^ ^ 

(ii) JWMfiJb^O. 0 

( 2 ) ^mm^m^m^m^m^m^^ ^^^ m 
402 ^»»^wbfc^% nM^mt^ 

403. llWikJ:^^^*^ 6 * 1 * 11 

#®4oi cBit^ewift^*^****^ -> * ^ * . 

404. o^ 1 -" bowk**, mmm 
oi icism^ w^^^'»*^ Xi/ * ^ A ° 

[0 16 1] 

405 (iii) < t *> 2^8ecO«C»I»^* 
[0 16 2] 

406 (iiO«m**TO«#i~3 o o«*ec©*Hfc**as*a« 

2003-31124 



#8^ 0 2-3 6 3 1 5 8 " V '• 517 

10 16 3] 

407 (iii) C«tW-*MW>*»«»'* < k * l"« oa * Wam 
< fcfc 2 0ml/sec«)ffillt****T*2»*-* 0 <- 31L ' 

408 1 mo«***a*«> ***** < k i'-"* 0 ** 5 "** 1 7m 

1/s ec~ 1 5 I/secOtSB C** a****** * * o -C*C * * **** 

409 ^ts«w;t«^ww 5 

«,<o-e*>*. ffi*«40icia««W^fflK»*»A->^TA 
410. WWWWtM^t bT********** 

4u. 'xttiftft^^^ 
4i3 [ °^»mm^M»tvxM^mm, 

hjwk. auw**')******** 1 ''** 

ffl«E#2 003-3112432 



#1^ 0 2- 3 6 3 1 5 8 ^ CJ: 527 

^JBft*»*!ftA V X t A o 
[0 17 0] 

415 ' ^M»^«^ tLT ^^ tJ ' 

******* < k * i * * WW«3«*«* 

416 * 

417. 1 °4 7 4a»^»^^^^ * ^ «W4oitfaw>«»*« 

[0 17 3] 

418 -rVM ^tLt 
i) gSStiWW?^***^ 1 ' 

ffitt#2 0 0 3 -3 1 1 2 4 



P 



0 2-3 6 3 1 5 8 ^ v : 53/ 

10 17 4] 

419. f/M^iU 

mama** *«is«w* & *si+* 



ffi«E#2 003-3112432 



0 2-3 6 3 1 5 8 547 



10 17 51 

420. (1) EWH»««-C-t& ^ *° 

-newt '• 

(i) #©*<0-T-*WK«*#"*' S ' 

(ii) 0. 0 8-1. 5«Ki«)»«S»* t2 " R0! 

(iii) 1-3 0 o^BeeOWCAiaWMa 0 ' 1 7 ml/sec- 1 5 I/sec 

1 o 5 ? B yBT4fcfi*«iS¥«^l 0%»i««&* »=»* 

«l MMawttw-^ i H *w>*»*»***-*-** 

[0 17 6] 

422. 1~ 2 5 0^«ec"C**, i^420M*^W««re 

423. [0 i ? J»^ 0ml/sec~l OVsect-**. ^420rt*O«H* 
[0 17 8] 

(5) 



tbfgff 2003-31124 



#1^0 0 2- 3 6 3 1 5 8 : 55/ 

fc****«««fife«1-*. (4) *fc*v*TlW 

t ^^«WWA^rA> fffcfctt (1) *fc*v*T!W 

w«imu«ft^ (3) $^Ket^»»^a 

501. @B^^^»^^^t>«^^^^ LTpm$tL ^^ TfB( ° 

(ii) WWfflfcFO. 0 8W"pa RO' 

(iii) ** < t t lm/sec<D3t%mmikTf'P% <tt>l 7ml/8ec*>«C**** 

[0 17 9] 

502. 1 * *>T**^ «« 

501 ksmro fflK& J tt&o 

[0 18 0] 

503. ^M^^^^W$^i3V), # 

[0 18 1] 

504. ^M»<^^^» ?0 ' 0 8 ~ 1 ' 5 WMm 



ffi|E#2 0 0 3-3 1 1 2 4 



#0 2^0 2 - 3 6 3 1 5 8 

505 1 ^UO ^k^^^^^«^>^ < ^ ^ 2m/sec^^^^^^ 

tt£503 fc»fW>ffltt»^tk» 

507 1 ViOtU+*^«W* < * l-^^* 

509. l °^*a«»* £ *«>^ t u-c**«w»**** 

10 18 7] , . ^ 

510. ««rtfe»a**^«**^ k * XH * 

' 511. l0 «i»^ 
tr * O t?* * «^503 KlE^fcW*^** 0 

512 . '^W**™^ «^ 

T75/S , bV^K. *««t»M»*6«* M * 

m«EW2 0 0 3-3 1 1 2 4 



!$I^> 0 2 -3 6 3 1 5 8 " v ; DY 

513 ^iftftMftwa^^^se^*^^^®^ * 

^MW<iUtmt^OTW> «W510»=WM>ffl« 
[0 19 1] 

514 fiSSSM^^iU^fiWift. ^ S * tL 
*RS*t**4<i:«, Li****"***""** ««512 ( cR«Ofi 

[0 19 3] 

516. «|Wttl««Wlrt»- ««B0BK««®«»a** 

517 1 WW 55?n y HT4 2 0 %BUiO«tt 
[0 19 5] 

518 T'U ^Lt (3) ^»»Af-V^ X <©#H|B*$ *t&«»S30 
[0 19 6] 

519 . rsuztLx (3)nm»^u^mzmm^^nmmo 



ftlM 2003-3112 



~ n a a <2 i c ft ^-V 1 58/ 

02-363158 

520. ^mnL^ u^^mmmx^mm^mL 

(i) ^W^-^rW^^"^ 

(ii) 0 0 8~1. 50ii^f»tt^ 

(iii) 1-30 O^secor^fc*^^ 1 7ml/seC ~ 1 5L/seC< ^ 

521. l °MKMW»l-2 5 (Wsert**, 

o 

522. l0 ^J^2 0 m l/sec~10iysec-e*^ mWBOCWMMHW 
[0 2 0 0] 

(6) m^M»^Al^^W^^^ ffl 

601 M^tSWM^^****^^"**"^ T 



14: 
(i) 

(ii) 0. 0 8JJl±«Wtt^ Rtf 

Ciii )^ < * l^accOSBMaR^* < " 1 7.1/sec*>a***** 

BJ|E#2 003-31124 



0 2-3 6 3 1 5 8 " * : 597 

jg^-^l o%BLb«>«tt : f , K<t* 

602. 'J^M^lHaWo*****^**-* 

604. l0 ^ 3 »«»^*«»* S °- 08 ~ 1 - BOWC**' «*» 

03cfa*<o*^««* w » s ^ roffim ° 

605 1 WWBMUI*^ '>* < t 2 ^«c«a«l«W <" 17 
a603^l£®»*^W^® ro » K ^ W « ffl<> 

606 1 i~3o 0 -/»co»c**a««K»tw* < 

4, ffl«a603CISK»*^»« ! » (D «*^ W * fflo 

607 1 ** < " 1 ^.ecOffiWMWW* < k * 2 ° 

miEW2 0 0 3 -3 1 1 2 4 3 2 



«^ 0 2-3 6 3 1 5 8 60 

«603KSB«<0*ft«:««» w eW^"- Wftfflo 
10 2 0 7] 

608 JMWM***^ *4 < t * 1 a/sec^SW 1 7 ml/sec~ 1 

609. I0 «W»W»^ SWW****""^ W6W5 

610. trttMBH***** 

t» t «-e*,2,B»*603Kie«<o»KW**»WS:^ w « ffl ° 

612. ^ti-cwtwwcwuftwt* 

[0 2 12] 

xr*;m wf-v. w^rr. »m««»«t* M * 
6 i4 'iwwtuwss^w* * 



aj»E»2 003-3112 



„ o c o i k a ^-v : 61/ 

^^^) 02-3631 5 b 

sis [ °^nLmmm&»^^»^ mm - m - * mtL 

616 '°iw»HriM«lWW* * 

618 'r/ulfct-c (3) MMW^^WSMWW 

619 r,"'tU (3) W*KA^M^^«e*s^«* 30 

620. B*ft»t*»««|-rttr«ft«*««*»l' 

( i ) ^ - & * 

(ii) IH*§WfcF0. 08-1. 5«^^ 

(iii) 1-3 0 On^ecOiSH^*^^ 1 7ml/sec~ 1 5L/secO 

******* 1 

ri!2 0 0 3-31124 



#t^0 0 2-3 6 3 1 5 8 >* : 62/ 

621. l0 i»#l~2 5 0»>/secT**, 

622. ^ig^O.l/sec-lOL/secT^ WWfflOrtHM*** 
701. «W= t Tti*>mftte 

(iii)0. o 8a-h««*ffi»**+ s ^ R0! 

702. l WSWW'i0K« c »* W ** tUOT *^ ** 
«70i t;|B«<o«tt«;®a®;*»-ttffl o 

KS2003-3 112 4 3 2 



1^ 



0 2 -3 6 3 1 5 8 *" 



703. I ° j ^lll«*«*«WW , 0. 0 8~1. 50i«K*V WWW 



0i ( , B «<oWft^«*»*»^^«^*«*^^««' w * ffl ' 

«701 l .| fi ««««^W*« WMWftfcW ** K *"* W * ffl ° 
[0 2 2 6] , , ^ . 

705. «ISR»a«*^ l-3 0 0i/Bec©Mt« 
k * 1 T^OffiWUit^ab^^*-^^^ **** 

706 "Zaa*****. < * * i-** 8 ""'* 4 < fc * 2 ° 

«70HC|B*«W«^^*^«» Wfe * W *^*"* < °* fflo 

707 1 < " i *~*»ett*tf 1 7 » 1/sec ~ 1 

[0 2 2 9] 

70s. zomm^ = t ******* 

«7onc E *^W^ffl^»*S#i««<ofc*^**^«* w « ffl ° 

ffi|iE#2 0 0 3-3 1 1 2 4 



10 2 3 0] 

709 mm******** Lt^fiw***^^^*^ 
«#a7oi ( cE««g»a*ffl^»*» wa ® wfcftw *^* M * w ^ 

[0 2 3 1] 

710 mm********** uieww^*^** 

[0 2 3 2] 

711 attKftftft*^ wwiittltmew**"* 

[0 2 3 3] 

712 u-c**«h*», s#t l 

t75ys y^^F, >0^K, »r«Wl*94***6«*»t** 
[0 2 3 4] 

71 3 Ltia»««*»»«*' * 
m: » t u7 5 /K, *tm*u 

[0 2 3 51 

714 JBMMMIW***** fC**ft*WW. S«L 

7i5. l0 ^ 6 Mft»^«»kL^se»*^«»^^»^»- * 



ffitt»2 003-3112432 



2-3 6 3 1 5 8 ^-y'. 

718 . wmmmBUH*********** «4 

[0 2 3 9] 

719 f „«tu, (s) «WB*»xr^^o*BB«**t»"<W 
3 oOT«*^u **«w»«wns«tM> Witt 

720 f"°t^ (s) «M«xrrt^«)feW*w«W 

721. «^70HCf^W 

(iiOJftJW^^O. 08-1. 50«BP*^ *v 

Bif»2 0 0 3-31124 



i|#§^> 02-363158 
(W ) 1-30 On^secOOTi^^^^^ 1 7ml/sec ~ 1 

w «oit«t*aiw»w* £1:,: ^^ ****** i o 

722. l0 OTl~2 5 0./ S ec^^ BW721^^W^^ 

723. ^72lM**®« 

wfiffi **** * km* * <> 

[0 2 4 5] 

*********** ffine Particles Fraction (%) ) l*TiK>**=* 
10 2 4 71 

O«taCr»*K1.0-l«TU Eitttato-tic Lab-Mixer NS-8(Pasolinatt 

» t,BwC3000a*cfti»"«W*- afe********* 1 ***" 10 

» WU V*;v (*KU*~-» >:»U- ********* 

tBliE^2 003-31 1 2 432 



„ 0 , c o ^— ->' : 67/ 

» SM 0 2- 3 6 3 1 5 8 



[0 2 4 8] 

<3frfljft:H*fr (Fi ne Particles Fraction) cD#m> 

a _ D '„<*«* (European Pharmacopoeia, Third Edition Supplement 2001 

P113-115) t=f*S «v.»WA (Apparatus A) (? 4 > <f > * ' v * 

Twi n impinser) -.Copied. «K) »^ 
t^^^^tt^Lr.Bioassa^HPLC^^ 

W *««^Cflm«*W=*9. Sta g e , 
p************* Ouc»*«>** (Pharm. Res., 15(4), 562-569 

. (1998) ) 

s Fraction) fCOattMHW***"** 



[0 2 4 91 

T 



age 2j tiv^. ) T?«o (Fine Particles Fraction (% 

(Copied, OK) *»v»*»*, fflJW>*3l«k bTSOUW* Bm 



[0 2 5 0] 



2003-31124 



#1^ 0 2-3 6 3 1 5 8 * : 687 

.8*W»»4t»ioM«»*«- £wW,tf ' SHUES** 

UIotW7«Aa6M»J«. *tT, WB* («*) •*£ 
WFHHPKD 6 * s t « ^ 2 «* 



mW.S& 2003-31124 



#1^ 0 2-3 6 3 1 5 8 " y: 697 

: «ilffll*x?^ sawn*** 2 o m i , 5 

ml , MWHWM*** CMS ^ 1.2mm, XOWffl****** ( 
« 0 . 3~10 m m, »*U<«0. 3~7mm, «»*L<ttO. 5~5m 

;M**e«4l*t»^^*■* + * ifc ^** ,, ' tf " ***** 

10 2 5 7] 

) t H 2tJBv.rWr*. B2«tW»f^x t i- ftSlttftl 6 

artiw 1 s t*t*«aw 1 9 1 **** 1 9 ' ms 5 wK 
5 l«K 1 6 caas s tut v> a o 

aosw«»ni:«i»iwtta*«- 



iBIE#2 003-3112 



002-363158 



[0 2 5 9] 

fir*, «*0 1 B^«^£*«l*tt 5 ~ 3 0 0 LA\ $f * t < tt 1 0 ~ 2 0 
0L/ ^ *l)»SL<ttl 0-1 0 0L/*tSW^ ^OlStXI 

[0 2 6 0] 

feW 3 Wmf^"^ (ge®:AM2) 



[0 2 6 1] 



UJ 5X*t oaao olio 



yvj — " 71/ 

S&MJLD 0 2 - 3 6 3 1 5 8 ^ 
fr **MOlM««JK«Cr, «KO«t» 5 m IK, 

«* i v <d?l« «® *» i • 2 1 6 WTL ® ** 1 • 

[0 2 6 21 

lBW«xr'« x * 

t, st» ussm* * =■ 1 * * ° 

[0 2 6 4] 

, (b ) S*»=«7~l 0*, **i«E»*^ 

HJ9EW2 0 0 3- 3 1 1 2 4 



. o n C Q ^-v : 72/ 

#M 2^0 2-363158 




10 2 7 01 + «9 2 tM^2 1(0ii^KfiW 

mi£^2 0 0 3-3 1 1 2 4 



#8^ 0 2- 3 6 3 1 5 8 * * : 73/ 

«W3 7W*»»S9t«At:v»*. aaSfrS 9 0-««*^-«2 2«= E 

-162 2 F8S2 3«?&-3TttiiR.W f *' B *"* a ' 5 

10 2 7 11 

1* 3 2 frMHW* k * Ktt, 2«*»4 2 

2 *win 3 i e*x-r *. ^ *«t«TUii^ 

* 2*1*4 214, ««50BM3 31C*A*4 2 a*, MHB3 **** 
«4 2 b «*5«WW3 4 WX*-** 2 = 

fc« 9, ^r***-* 3 2 t*X»4 2 .air 4 2 b 

& o 

if B6 WIP3 1 CtMMBU 6 **+*S4 7*W& 

ffiSE#2 003-31124 



#8^0 0 2-3 6 3 1 5 8 : 74/ 

< ft 0 , *«*MMMt* 2 o-«C*«*»** , »*+*»* 1f * ' 
10 2 7 6] 

i ,t, ia 6 (a) £ 5 *i* 5 o^*.*** 88 1 7 roffeSSn 1 7 a 14 

t mms**** 2 cjwwftaww***-* £ ****** * 
r t •» * » y-» 2 2 *s i * «* 6 *tr^9 y y * 2 1 vx*iu zst-? 

. *C B88»«2 7MUM?^2 1 ^UftP2 6*«C* 
E t K i 0 , *** S9CioT**r-»22 MW 5 t-» LA* ftT « 
1 1 OPt 1 a *»t« 5 OftiilC* ** * ^ ** 5 »»««» 1 6 

2<0«t?IO3 l*6««5©»SHIflil 6 **U-CWM 

6 t-w») m l#s 5 tress 1 **»><r-m 2 2 *mi»> «+. 

[0 2 7 8] 



Sii8M#2 003-31124 



0 2-3 6 3 1 5 8 ^ V : 757 

[0 2 7 9] 

ft* Mtf:i9 K*t© 1 BBWoaWttSW 5 ~ 3 0 0 L/»« 

5mmt: , fQ)IWl6«>n« «® ^2.5 mm cw«*^w 
i*wwimwwm 8OTMBa*e««te>*fcv»*. m*\,*»*»r 

•4*, *ft*4 8©B«ABteB»l 8 OKI?**. 
[0 2 8 21 

if IS 1 2 ROW 1 3 K*-«HM»*«^*V«>r * (SEftWtt 5 Mi, » 

y-»2 2ttra5«»**l6l-««M» t «» !S ^ S ° * A,jr '* !,B " 
[0 2 8 31 

aatau , . 

»B*«WB**-*-» * ' J #V-A-e*5LipofectAMINE2000 (InvUrogen 
tt» 72,gfc W , KBttT**jBOM2 (CLontechttS) 24, iMH 
**-eS>S0PTI-MEM I Reduced Serum Medium (InvitrogenttSi, 

ffiK» 2003-3112432 



»2J)02-363158 



^-vl 76/ 



*uT*v»fc*»* (5^0 4oo„i*<»w*» 10 *' ; 

2 o mi t*xr ,« ****** «W* £ fc « 9 ( ^** 

rocess Instruct, IncttK, USA, R.W. N iven:Phannaceutical Technology, 72- 
78(1993)) Breath Rate : 6 01/nin, Breath Vol»e : 7 

„_- >3 V • 1 9) **«USB*»*W dTB^f- Process 
Instruct, IncttS, USA, R.W.Niven'.Pharmaceutical Technology, 72-78(1993 

******* (,-±s» **«Bt*. «hwhm^»****> 

[0-2 8 5] 

1*11 




( itm±SP, MMAB) 



LipofectAMINE2000 +PEGFP-C2 



0.186 



1.726 ± 1.491 



fflK#2 003-3112432 



02-363158 

, WBWtWL^M 'V KDNA (pEGFP-C2) *W«*fp53 

^«te tt »»*K*aaw«s«a (cm) «swtav>* = !:",t. jw 

[0 2 8 7] 

«BT«WB A -CS, SLipof ectAMINE2000 (Invi trogerfi 

»72,gW>li«*WilO,« (**«» *0PTI-MEMI Reduced Ser» Med.* 
(InvitrogenttS, 4 - W « Tt ^ 8S L * 

r«»nsu»^^^*« (MU) 400/.itv»nfc» W** 

18-) (10*) «ftffi^*«*Lt (««2) . 4* 

) «o„i**wc, watwweMWt do* (MW1 

) **«»»t««M«a« (LYOVACGT-4, IHM*t» *ffiv>T 

#i-*»*ffi»M«»3«ai«t ,1.2mm, »ffl»4 «>*«* « l-8mm 

ffiSE# 2003-31124 



02-363158 



78/ 



[0 2 8 8] 

* 2 o«tt«»u*«> **** 2 ° m 1 *** r '* ** 

^«»»«t»> • 

iittWWIl k «*C*Tn^-r-U*er.t Process Instr-ent.Ine 
'ttC. USA) (MMK Breath Rate : 60I/ m in, Breath Votae : * 

. v • 19) tWL««W* (*TO^*- : "erst Proeess In 
st „t,« USA) **v.«U WH*-^"" 

(«W2. *WH> 
8^«ttW8^ (^±SD) «2^1"o 

[0 2 9 1] 

1^2] 



2) LipofectAMINE2000 

+ 01igo-RNA + EK V> 



1) LiofectAMINE2000 

+ 01igo-RNA+^**^ >40 



0.165 



0. 002 



1.633 ± 1-496 



[0 2 9 2] 



HMEtf 2 003-3112432 



002-363158 



s<-%? : 79/ 



2) tt, «t«U»:- JM)^1-**«K*W«*»»«« 

[0 2 9 3] 
[0 2 9 4] 

ect(Qiagenffi»360„gfc, 01 igo-RNA 5,g WHI3. *««2 

) 4^*9*5 ?ratt-C**I«W-C2 (ClontechttSS) 24^g (SUM 4. 5 
) 4 OPTI-MEM I Reduced Serum Medium (Invitrogentta^-^^« 

*00pltv»*tfcW «##18mm) (**M3. 4) 
5) («BWi:o* 1 0* C#*WIIU 

**« (5mg/mD ^itJBvr, wacbrwwawitm a °*> * mm 

Ltz 0tttW2) i= ^^ 

(LV0VAC GT-4, U«B0U*±S) *»>t«»^ 

3 ©*«* # l-tom, »BW4 0?IA**1.8»» 



fflSMf 2003-31124 



02-363158 



80/ 



[0 2 9 5] 

iPMiCxru^.J-y-Ctaher.t Process Instr 
„e»t,Inc»«, USA) Breath Rate 1 60L/ m in, Breath Vol»e : U 

: 19) MWL****** (*rn<M*- t^erst Pr 
oces s Instruct, Incttffi, USA) tfliv^HKU ««=Hfc* 

[0 2 9 8] 

1*3] 

( <zm±SD, MMAD) 



3) Superfect+ Oligo-RNA + nK >^ 

4) Super feet + pEGFP + O-f v-> 

5) Superfect+pEGFP-C2+¥UI 

JttMW 

2) Super fee t+ Oligo-RNA 



0.225 
0.189 
0.080 

0.003 



1.578 ± 1.403 
1.646 ± 1-420 
2.848 ±1.837 



• SrJil'l, «**t*0.080~0.225, t *to*,«««»0.080K±** 



2003-31124 



2-3 6 3 1 5 8 « V: 817 

M, (pEGFP-C2) 

ax. www amova) «««MawMi««»a 

^- Oligo-RNAIiENAURNA interference) W-o-C, 

-e § 5 ^> » t # x % it-5> o 

[0 3 0 3] 

«3*WB«W ^-^-efeSSuperfect(Qiagen*M) 360^0 
ligo-FNA WMI 5„g*, 0PTI4MI Reduced Sen*, Medi« (InvLtroge 

miE«2 0 0 3 -3 1 1 2 4 



02-363158 



— V 



82/ 



»**»* (2.5»gM) 400^1tv»*tfc«» ««#18») (10*) K«PL 
[0 3 0 4] 

t«rttttW3 0fl«t * 1.2mm, WBW»* ♦ 1.8m«K»»Ufc 

■r 4 „ i-Hi • S5) ( "^* L 

[0 3 0 5] 

ft® USA) W«*fts Breath Rate : 60L/min, Breath Volume : 1 L, 7 9 * 7 
1,-3, . V • 19) **»b *:«*»*# (^B^f- : A-herst Process In 
str^ent.lncttft, USA) tt« @ |l, «H^**t**»«t«5W«t- 
«Lt, itt*^S««3*TJ*lS7-a (/<m±SD) 

[0 3 0 7] 

li4] 




[0 3 0 8] 
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« -. i- o v *. 83/ 

SfrWL^O 2 - 3 6 3 1 5 8 



[0 3 10] 

«»M VV^VXRecoAinant Itaan Insulin crystal, BiobrasttS, Brazi 

^- (Copied « «0 (*^-*^*^^ 
[0 3 11] 

miE#2 0 0 3-3 1 1 2 4 



7) 
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84/ 




^>y a 'J > 0.2mg +0-f->> 0. 
+ 7 0.042mg +m^0.007mg 

8) -f >->^.l) > lmg+7i^77-> 0- 
+ 7Jl^=:>0.niiig+m&0.018ing 



0.292 
0.238 



95.3 % 
57.9 % 



««U*tr*frTJ*or%, W»«WWf. ±BoM»»:i»» 
[0 3 13] 

<f yy^'J > (Recombinant Human Insulin crystal, BiobrasttS, Brazil, Jt 
fttt-.26.4U/-g) (1» 2mg) , ifc W/^.J>i*6t:»t««l!*« 

m) e**U «***«*» (LYOVAC GT-4, IBBMttW *fflv>T*tt»«t 

18») *, ^»xaK17^a*#l.99-,!55ISWl6^LS*#l-99'»^ 

. EfttSwty-fvr^yi'*- (CopleyttSi, UK) C*9 (*»«»^- 
#rcS^gt»95m/sec*t>-ffi«»*»295ml/s e c-t?&Da^fi:«»*#^) . * 

(%) ttiawEW^®**^ 1 ^***** ( 

%) &*6i-5H"o 

[0 3 14] 
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#1^ 0 2-3 6 3 1 5 8 



85/ 




^ l) ^ y *s =l 0 > lmg 

^2) < >->3.'J >lmg +a-f i 

J 3) -<>->^0>lmg +A*U> 1-Omg 
^ 4) -> 3. U > 2mg 

#5) -f>^3.«J >2mg +n-f 



0.159 
0.145 
0.110 
0.177 
0.137 



75.0 
80.7 
79.4 
42.4 
65.1 



[ 0 3 1 5 1 

10 3 16] 

ariMai fi ~ 1 0 

^ V (Recombinant Human Insulin crystal, BiobrasttS, Braz.l.tt 

iW «tro.5.i«u C «» (W-> *** 

fc;-C»*AI»*r^***rn^;-r- (Amherst Process Instrument 
Inc USA ;m%m: Breath rate 60Vmin, Breath Volume 1L) t*» 
(*T»f^ :«*rst Process Instrument .*c£ . 
, R. W. Niven : Pbarmaceut ical Technology, 72-78(1993)) : ( 

(^m+SD) SrlfffiLfco 

mtiE#2 0 0 3 - 3 1 1 2 4 



002-363158 



s<-v : 86/ 



[0 3 17] 

sb (jhs#i8-) t. s£*»Aat 

(CopleyttS, DO W« (*|«e»y-*Cffi*BME«95^« 

(^m±SD) Xtf*r^*«* (%) 
[0 3 19] 

1*7] 



6) -f >3/3.«J>+-fVO-f3/> 

7) >->n.'J>+D-r*» 

8) -f >->r L U> + / v ?U> 

9) ^>5/a'J>+7s=*77 = > 

10) <f y 3/ a. »J >+l>-^ V" 



0.124 
0.250 
0.124 
0.204 
0.160 



(um±SD, MMAD) 



1.759±1.425 
1.954± 1.454 
2.007±1.438 
1.872± 1-477 
2. 239 ±1.435 



(X) 



71.1 
74.1 
72.1 
62.0 
61.2 



li^asKiftSWsecXtr^StaftWml/sec^CS^R 
*^i/;t±^*iSK»95«i/sec®.O f S*«*295ml/sec-C* CiSSlWCi *) . 
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0 2- 3 6 3 1 o o 



4 HH»»««™>*»*** : l. » i »• o*' 2 - ***** 

2. *&a, 1 3. i 4- <^ 1 5 - * sn °* T ' H2 ~ 1 ltc 
,,«. a t. aw** i s. «xn, is - «*** »t, ■»«> 

WTS? 2 2. 2 7. S, 2 8. ft, 3 2. ^^"^ 3 2 

a _ 39. c»t, ■s-iswtno 

»»O«*ttT«Soa«(-C**:2 0. M*. 2U. K^2 3.JO 
« 2 4 ^y-WW. 2 6. ^r^* 2 9. 3 0. jtib 

*, 3 1. »ICU 3 3. MM. 3 5. *9aU* 3 6. Wt-, 3 7. « 

«*. 3 9. *ttfe 4 0. 4 1. WT, S6~13«« 

(a) *±m.mt*wxT'U * (i»xfi3) <^b«0. 
(b) im nmim*.T,u™w>m^*>*° *fc«w««w*T 

f5»a9T** : 1 6 a. Ulttl 17 a. ^**X» 1 7 O 

ftigp, 3 4. DM. 4 2. ft 2*** 4 2 a. 4 2 

b. M3 4 0$X^ 4 3. Mm, 4 4. 

HiiE#2 003-31124 



#12 0 0 2-3 6 3 1 5 8 : 88/ 

2OT 4 20» 4 6. ML 4 7. ■ B7^13i:^BC 



) 



H7] ±1^»»A^* (S5M3) OIWtIfflt*WB 

[^10] ±tmma**LKr>« * oaaftxsa) *wm 

[till 1] ffl^1feoM»t^«»rV^ ^ (BaftASU 
) o#HIBt*«. ^4 8 te»ffc#*3F"*"o 

la 1 2 ] ^io^^«i«»fv^ * (naft^a 5 

[013] * (BSftASL 5 

) <D$fflm~?*>&o ^4 9 t±sM^fr*^o 
i. 

1 a. 

3. samurai* 



4. SFIHSB» 

5. $tS& 

6. WlXU 

7. «5ca5*r 

8. mrttsse^*^^- 

9. 

1 o . ^u-# 
1 1 . 
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#H 7.^0 2-363158 



1 2 . W&>U 

1 3 . i±a* 

1 4. HtftP 
1 5 ««0 
1 6 . 

16 a. 6 ^ P 
1 7 . 

17a. ffiWXHW 1 7 
1 8 . ®:Xn 

1 9 . 

2 0 . WM^- 

2 1 . ts*jyyy 

2 1 A. K'/y 
2 2. ^JV^-^ 
2 3. #4 F« 
2 4. 

2 5. mtxtta 

2 *7 • Jn£ 

2 8 • 

2 9 . SAP 

3 0 . $LJh# 
3 1. ARB IP 

3 2. v?**:-* 

3 2 a. -t^*^-*^*^ 7 " 

3 3 . 

3 4 . MBU 

3 5. H£*)fflUfc 

3 6. 

3 7 . WW 



#M2 0 02-363158 



^-v : 90/E 



3 9 . 

4 o. yzy 9 J 

4 1. t>v 

4 2. *2*7J» 

4 2 a. PI#Sfc3 3WfAt 

42b. j^msb 3 4 (Dmxm 

4 3 . pmr^ 

4 4. f|22»A&&4 2 

4 5. f2$AK4 20iK 

4 6 . M%H 

±7. m 

4 8 . ifcfftfc 
4 9 . MNfc 
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2/ 



2 
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3/ 



[H3l 




miiE^2 003-3112432 




tfifE#2 003-3112432 
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[H6] 
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6/ 




miiE#2 003-3112432 



[H7] 




ffiiE^2 003-3112432 




tii«2 003-3112432 
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9/ 



[119] 



CJ 




ffi|E# 2003-3112432 
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fflfE# 2003-3112432 



[mi 2] 




miE^2 003-3112432 



[mi 3] 
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^-v : 13/E 




mum 2 003-3112432 



(JM2 0 0 2 - 3 6 3 1 5 8 : 1/E 



WWO** < k *> lii/aecOS^aweX^* < * * 1 7ml/sec 

o 
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^ilo 0 2 - 3 6 3 1 5 8 

m ■ a jk R « * 

*** + L0 0 0 2 0 6 9 5 6] 

1. «¥BB 1 9 9 0^ 8^270 



/< — v . 



1/E 



(liW#2 0 0 3 - 3 1 1 2 4 



